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{CJenBar.:-: Access!, or No. U 1 8 :/ 9 ) ^ in view o: Taylor e: al . (1999;, 
Milner er_ al. 1^97), Baraechini ai al. (US ?a:er.r. , u : 1 , 1 54 ) , and 
Hayes CL a_. (1:?98) riai^ fccion maintained. Applicants believe r.har. 
Lhc Ixaminer has moan: to maintain the rejection of all pending 
claims, including claim 15. Accor d: . p.ql y, Aod; : cants have responded 
to the Office Action asi-uning that the rejection pertains to claiir.s 
1, 2 ana /--l r j. 

The Examiner suy^esLs LriaL ii would nave been prima facie 
obvious tc one of ore -'nary r.o design and use anr. i sense for 

inhibition of damage-specific DN'A binding protein 1 , P121 
expression since Lhf- % sequence was Laugh'- by Cualan Ol al., and 
s *' .") c e T a y ] o r e t a 1 . t e a c h e s a n t;. i s e n s e o 1 i g o n u c 1 e o t v d rf. can be 
designee Lo inn lb i L any gene oi known sequence. The F.xarttner 
suggesis l:ic.L mo Liva t ion i* prow j.ded by Hayes et a \ - in teaching 
the role oi" .his gene in repair o DNA damage, while Baracch: ni. et 
a" . teach the claimed rr.cdi f i cat ions . Further, Lhc Exatdner 
suyuasLS LhaL Kilner el al. provide a reasonable expectation of 
iv a c ..ess Dccausc they Leach me L hods ior screen ing for art' sense 
acLiviiy. The Examine! s'.aLes :h.v: Applicants a rgutiett s set forth 
;n rlia previous torpors t arc not oersuasivc and that the burden cl 
P r c < ~; f is c :i t. he A c p 1 1 o a n t s t o s h o w t h a t c h e c _ a i rn a d con 1 . p o a n d s a r e 
nc" obvious. Ape i i root s r :: spc tt tui 1 y traverse Lhc re jeer: or. 
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C *.: a 1 a n e t a 1 . ::] 5 c 1 c s e t he if e q u sr.ce o f a d a m, a g e - s p e c 1 r i c CN A 
binding protein of a sequence referred to by Ger.3an* Accession No. 
as U 1 b> 2 9 . Although r.his sequence is Lhc name as the dair.aga- 
spec_iic DNA binding orotein 1, ?127 gone c.:cd and claimed as a 
LaryeL for ar.r.isense in claims 1, 2 and 'i-id, this reference does 
nor. teach Oi suygeiii r.a rge:. i. ng trb s gere with antisonse eoripoanos 
as claimed. Therefore, t.hi.s primary rcl'ercnco fails to teach -he 
1 imi cat i on.s of the claims as filed. 

The serordary re' : e:e:'iccs oit;ed, when cor.binec with this 
primary reference, fall to ovcrco::^ the deficiencies i.r. reaching of 
this primary reference. 

lay', cr et a 1 - ( i)99) discuss the use or antrsense as a way :o 
bet e rni ne faiiCLior: oi genes. Although -his paper .sr.ates that, 
a n t. : s e n s o c a n b c designs d t o in h 1 b 1 1 any gene w h ose $ e q i:ence is 
known, i:ii*= paper does NOT state chat such anciser.se arc expected 
:o 1r.h1b.it gere e>:p"e-.5.;.Oc. IL is only with Lesl_:ig el Lho 
i n b i v 1 d u a. J. a r: z - s e n s e c onip e a n d , s a c h a is are provided f o r i n t h e 
instanL specification, tnac one can know if anc' sense corroonnds 
s p e c i i 1 c w o L h 1 s g ere t a rg da ns g e - s p e n i fi c D X A b ; n b i r. g protei r 
1 , ^12 7, a t: e capable of I'lhibi^ing gone expression. Moreover, 
nev;nere docs chis reference teach or suggest anciser.se compounds of 
'- : n y L 1' I' ;:: L - 1 C J ^ ^ " a d ^ r - « c L r - s p e o l f 1 o. DNA binding protein I r P 1 2 ~< 
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nucleic acid molecules as cla:vced. Therefore, -hi:-- r«. _ L*rer:cc a^so 
rails '.o Loiicri Lho i-r.iwciLions or the ins;an; c^aims. 

Milr.or ot -:\i . f ;:ac:: a method tor identifying an:::;e:i^o 
oiigonuc-c j .icie^ using opt i.ni 1 on techniques where r.he antisense 
oligonucleotides have 1-17 basses and larget sequences of a qene. 
However, nowhere does this paper: reach cr suggcir: anciserise 
oligonucleotides H :o bO r:u,:leooa^es in length targeted to damage- 
specific UNA binding protein 1, ?J27 nneleto acid molecules a -J 
claimed . 

5aracch J .ni er. al. (U:- Patent o,3CI,l54! Leaches methods of 
rr.orii tying aritiseri^o oligonucleotides to enhance activity. However, 
n o w h e r e d o t h 1 a patent t e a c ; 1 o - y •.: g g c s t a n t i s e o s e o 1 1 q o n ■ j e 1 <=? o L i ci e s 
8 to 50 rnoleobaaes in length targeted no damage-specific DNA 
binding protein 1, Pl«?7 m-i.eic acid mo.cculcs as clained. 

Hayes ot al. ;1?9S) disclose r.he role ol p-18 sub unit binding 
to h~ , making p'13 a nngoL for E2F regulation. Nowhere docs this 
paper Lecich or suggest a role for Idc p!2~ si;b'jnic. Since tne 
present invention is directed to anciserise oiigonucieoti des S to b J 
nucloobat".ei in length targeted :o coinage - speci fi c 7:NA binding 
crotem 1, rl27 nucleic acic :ao lec i/d es , this paper fails ^o provide 
snv rr.ocivat ion for one oi s k 1 1 * to combine this relcrence wtr.h 
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or.hers lr. orucr to estaM i sh a pri:n^ lacle case of obviousness lor 
a ■ *. t _ s e : 1 s e c O ni n o v: r. d s as clain.c d . 

There: or*, comrary to tre F,yaminer r s suggestion, this 
combination of art., when considered together, fails to teach the 
limitations of the claims as filed which are limited ro nntissnse 
co:npoaads targeted to d^mage-spccif ic DNA binding protein 1, P127, 
co^pr/jnds thut spec", f i ca 1 ly hyoridize wlr.h and inhibit the 
expression of damage specific DMA binding protein 1, P127. 

Tc establish Fi prims facie case cf obviousness, three basic 
criteria must be mot. >: r 'F.? 7.1-13. Tirst, there must oe some 
snqqest-.cn or mot i vat i no, either in the references :hemselves or in 
the kr.owl odqo qeriordlly av,-i i iablt: 10 one of ordinary ski:", in tne 
art, to modify the reference or ro coictbi'*ie reference teachir.es. 
Second, rhere must be a reasonable expectation. o£ success, 
finally, the pric^ art rr.us_ teach or suggest all claim Imitations. 
Clearly, the combination cf prior art cLtied iails to teach or 
sugqes^ the limitations o: "he claims as amended, which claim 
antisensc ccmoonnds tarqetoo to r.he da:ua .:e-specific DMA binding 
protein 1, P'}2~ : of HiQ IC NO: a. A mere maachirq cf untiserse 'n 
qeneral decs not render obvious "he development of specific 
ante sense compounds tarceted tc a specific sequence. The fact that 

f-.v^.-n: ; i cm- - trio sentence of a camoqo-spec i 1 ic OKA 
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prc-ein _s not. sporoo v j att.; for making a case for obviousness, 
[■■•.jrtht-r, t-e motivation :o combine icferfji/jes :nus: be provided by 
the r^fer^:i;;ft.s ;;.}ieirae ■ ves , :iot by the teaching of the instant 
specification (see VPEV 2143.01), and it crny with the 
o p e c L 1 1 o J Lion i n h a n d t h a t o n e of s < i 1 1 w o u 1 6 o e it. o t i v a t e d a n < i 
expect success in making antisenae compounds, as claimed and taugnt 
: n The sped fica L ion as i-led. Trias, t;iis combination cf art 
ca'^'Ot re n dec Lhe iriaLanl claimed invention obvious. 

However, in an earner ; el lor L lo advance the prosecution, 
AppJ. i can cs hav^ canceled c Lam ii and amended claim 1 to recite 
that the anti s^nse cornpouao:*; of tie instant invention are targeted 
Lo ypc.ci.iic reoiony within L ho sequence of damago-ypoe J f ic DN'/N 
bLrtdiny pioLciri 1, PI 27 i^ZQ ID N'O : 3;. Support- lor Lhose 
amondrnon ::y can oe ound n rv.ucjhon ;: L no ypec i 1 ica l i on ay t ilea, b.j L 
m particular at paces 30-83. Nowhere L:\ the cited references, 
eiLher alone or when combined, are these regions of damage - specific 
IN A hindmc protein 1, P12V i.'SLQ 11- NO: 3} taught or s«yqestea as 
being successful targets for amsG-nse. It is only wilt; the 
speciiicuLion in riuno _na _ one ol y/.ili would yoe Lhat each of the 
c'a'r^d rernevs a v *e active .^re^s to he carqeted successfully with 
a r t s e n a e . A a ;: o r d 1 n q ] y , w i ■ : h c r a w a 1 o f t h is r e j e c t i o n i. s therefore 
^O'.p'-::* ~u ; " y rncn^s-ee basf:d cr recce amendment s to tec* claims. 
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II. Conclusion 

App .1. i. can . y believe r.c^r. the -Cicycir/; comprises .?. full and 
corr.pl ere response :o tr.e 0ffi.ee AoLion oi record. Accotdiny ly, 
favorable- reco:ii3idcir£t :.on and S'jbs^qucrii allowance of the pendino 
claims is earnestly solicit ac. 

Attached l^r^Lo is a nn-i rkeci-up version el the changes made to 



the t;pcci::cat:on and claims by L:ie current arr.endnent 



.ne 



attached pacje iy captioned " VERSION W ITH M ARKINGS TO SHOW CHANGES 
MADE . " 

Re so^ c t : u 1 1 y s 'j bm i t ted / 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 



In the Claim s : 

Claim i . ' has been canceled without: prejudice. 
Claim 1 been amended a is follows: 

1. (amerdeci) A compound S ":o jCJ nuol eobases in length 
tarqaf.R d. X. O a b T -:.int r an a 1 . - t. e d r c a ion, a s t a ^ t_. _ c c do:: region, a 
coding re. a i o 1 1 , a a_op codon reg i on, or r, 3 ' -unt y a :i slat od region o f 
a nucleic acid molecule encoding Damaqo-speci f ic DMA bindinq 
protein I , pi27 ( H K'Q ID NO: 3) wherein said compound specifically 
hybrid: ;e.i; with and inhibits r.he expression of Darr.aqe-spec i f ic DNA 
binding proLcin L, p'l?7 . 
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